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COMPOSITION OF A DIETARY PRODUCT THAT IS EFFECTIVE TO 
COMBAT OXIDATIVE STRESS AND CELL' DECAY 

DEsSCRIPTIQN 

The cell antioxidant pool is esse'nfially made up of 

5 enzymatic antioxidants (Cu-Zn, superoxide dismutase 
SOD, glutathione peroxidase-GSH-Px, catalase™CAT) , of 
non-enzymatic lipophilic (RRR-a- tocopherol -vitamin E and 
ubiquinol -C0Q10H2- ) and hydrophilic (glutathion-GSH, 
urates, albumin) antioxidants and of proteic transition 

10 metal ion sequestrating agents (ferritin, transferrin, 
ceruloplasmin) (see bibliographic references 1-7) , 

Each molecule has a specific biological function: 
for example the vitamin E and the ubiquinol are 
concentrated in the cell and sub-cell membranes with the 

15 main role of inhibiting lipo-peroxidation induced by 
oxygen reactive species (ROS) and other radicals on the 
unsaturated structures of the membranes, in particular 
the polyunsaturated fatty acids (PUFA) ; SOD, GSG-Px and 
CAT are responsible for removal of O2 and H2O2/ 

20 respectively. 

Human cells have an antioxidant pool sufficient to 
counteract the no3rmal physiological production of oxygen 
reactive species (ROS) and other free radicals; however 
the naturally present antioxidant pool is not capable of 

25 counteracting an increase in generation of ROS; in these 
cases, so-called "oxidative stress" occurs (see 
bibliographic reference 2) . 

From the above it can be seen that the insurgence of 
"oxidative stress" can be caused by two phenomena: the 

30 first is the lack of antioxidant molecules, and the 
second is the uncontrolled increase of oxygen reactive 
species (ROS) and free radicals, which are able to cause 
irreversible oxidation not only of the polyunsaturated 
fatty acids (PUFA), but also of proteins, nucleic acids 

35 and sugars. Oxidative stress is present to a varied 
extent in a number of serious diseases in man: while this 
does not mean that oxidative stress is the cause of these 
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diseases, it does testify, as confirmed by a number of 
studies, that oxidative stres's can have a negative 
influence on the progress of said diseases, causing 
further damage to the cells of an - organism that is 
5 already sick (see bibliography and references 1 and 2) . 

It has now surprisingly been foiand that a dietary 
product comprising ubiquinone (CoQiq) , stabilised vitamin 
E, phospholipids, selenium of organic origin and L- 
methionin, by acting both on the cell wall reconstitution 
10 mechanisms, and consequently on that of the phospholipids 
forming it, and on the reintegration of glutathione and 
glutathione peroxidase, helps to combat cellular 
oxidative stress in an effective manner. 

Oxidative stress appears significantly involved in 
15 certain diseases with a serious social impact, such as 
AIDS, seborrheic dermatitis, atopic dermatitis, leprosy, 
multiple sclerosis, in which genetic factors, 
malnutrition and/or under-nourishment , an incongruous 
lifestyle, the use of drugs and toxic substances, have an 
20 important etiologic role. It has been found that in the 
blood of patients suffering from these diseases, the 
significant deficiency of ubiquinole -ubiquinone, vitamin 
E, glutathione and glutathione peroxidase (GSH and GSH- 
Px) , which is more or less marked according to contingent 
25 conditions, is associated with a deficiency of 
polyunsaturated fatty acids (PUFA) in the phospholipids 
(see references 8-12) . According to the state of the 
art, administration of the molecules identified above to 
patients suffering from seborrheic and atopic dermatitis 
30 is simply and generally described, although said 
administration takes place in a separate and non- 
homogeneous manner, and this type of administration has 
actually shown extremely promising results (see 
references 11-12) . 
35 An object of the present invention is therefore a 

composition comprising: 

Ubiquinone 5-8% 
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Stabilised vitamin E 12-15% 

Polyunsaturated phospholipids 45-52% 

Organic selenium 2-5% 

(corresponding to 0.1- 
5 3% ionic selenium) 

L-methionin 23-32% 

along with the usual tolerated vehicles 

A further object of the present invention is a 

composition for a dietary product comprising: 
10 Ubiquinone 5-8% 

Stabilised vitamin E 12-15% 

Polyunsaturated phospholipids 4 5-52% 

Organic selenium 2-5% 

(corresponding to 0.1- 
15 3% ionic selenium) 

L-methionin 23-32% 

along with the usual pharmaceutical ly tolerated vehicles. 

The percentages indicated are expressed as a 
percentage by weight with reference only to the total 
20 weight of the active ingredients in the composition of 
the dietary product. 

A further object of the present invention is the use 
of the composition for preparation of a dietary product 
that is effective in combating oxidative stress and cell 
25 decay. 

A further object of the present invention is the use 
of the composition indicated above to produce a dietary 
product effective as a coadjutant in the treatment of 
mechanisms of mutagenesis and carcinogenesis, of immuno- 

30 deficiency mechanisms, or other alterations of the immune 
system, of diseases of myelinic origin or other 
pathologies deriving from a progressive alteration in the 
neurotransmission mechanisms, of skin diseases and of 
cardio- vascular diseases. 

35 A further object of the present invention is the use 

of the composition mentioned above to prepare a dietary 
product coadjutant in the treatment of infectious 
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diseases of viral or bacterial origin, and those deriving 
from other external pathogens, of tuberculosis, of 
leprosy, of herpes simplex labialis or genetalis, of 
AIDS, of multiple sclerosis, of atopip dermatitis, of 
5 vitiligo, in vaccination against allergies or other 
alterations of the immune system, of diseases of myelinic 
origin or other pathologies deriving from a progressive 
alteration in the neurotransmission mechanisms. 

The present description comprises fifteen figures 
,0 which show. in graph form, the influence of 
administration of a composition according to the present 
invention to the patients who will be more clearly 
specified in example 3 in case of figures 1 to 9 and in 
example 4 in case of figures 10 to 15: 
15 figure 1 shows the vitamin E concentration in the 

blood plasma versus time; 

figure 2 shows the blood plasma concentration of 
oxidised and reduced ubiquinone (total ubiquinone) versus 
time; 

20 figure 3 shows the concentration of vitamin E 

(expressed as micrograms of vitamin E in the lymphocytes 
per ml of blood) in the lymphocytes versus time; 

figure 4 shows the reduced glutathione concentration 
in the erythrocytes versus time; 
25 figure 5 shows the glutathione peroxidase 

concentration in the erythrocytes versus time; 

figure 6 shows the trend of the palmitic acid 
concentration in the plasma versus time; 

figure 7 shows the trend of the diomo-y-linolenic 
30 acid concentration in the plasma versus time; 

figure 8 shows the trend of the arachidonic acid 
concentration in the plasma versus time; 

figure 9 shows the trend of the docosahexanoic acid 
concentration in the plasma versus time; 
35 figure 10 shows the vitamin E concentration in the 

blood plasma versus time in a different population of 
patients as those referred to in figures 1 to 9; 
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figure 11 shows the blood plasma concentration of 
total ubiquinone versus time; 

figure 12 shows the concentration of vitamin E in 
the lymphocytes versus time; 

figure 13 shows the reduced glutathione 
concentration in the erythrocytes versus time; 

figure 14 shows the glutathione peroxidase 
concentration in the erythrocytes versus time; and 

figure 15 shows the arachidonic acid concentration 
in plasma . 

In the following examples concerning the production, 
composition and formulation of compositions for dietary 
products according to the present invention as well as 
the evaluation of the effect of its administration are 

reported^ 
^Kvample I 

'The present example relates to the production of a 
pill with the following qualitative and quantitative 
comt 




The percentages expressed refer to the total weight 
of the active components of the composition, without 
taking into account the excipients. Particularly 
preferred excipients are those that can be used to 
30 formulate a compound that can be chewed; among said 
excipients it is possible to mention mannitol, cellulose, 
flavouring, magnesium stearate, silica. The vitamin E 
acetate is of the type obtained by direct compression, 
and it is therefore additioned with 50% of inert 
35 substances suitable to help compression. 

The amount of selenium aspartate indicated 
corresponds to 12.5 ^g of selenium in ionic form. 
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Excipients are added to the above mixture of components, 
which are then subjected to a further mixing stage, and 
following this to compression in the laboratory. Pills 
of 1.5 g each are obtained, with a thi-ckness of 6 mm. 
5 Example 2 

Preparation of an industrial batch of pills having 
the same qualitative and quantitative composition 
described in example 1. 
Ubiquinone kg 1.250 

10 RRR-a-tocopheryl acetate 50% kg 2.665 
Soy lecithin kg 9.000 

Selenium aspartate kg 0.625 

L-methionin kg 5.000 

Other excipients to make kg 150 

15 To the mixture of components listed above are added 

the excipients (mannitol, cellulose, flavouring, 
magnesium stearate, silica) . A further mixing stage is 
then performed, after which the pills are formed using an 
industrial press of a per se known type. Pills weighing 

20 1.5 g each and with a thickness of 6 mm are obtained. 

The polyunsaturated fatty acids and the vitamin E 
employed in the compositions according to the present 
invention have been analysed by means of capillary gas 
chromatography -mass spectrometry (see reference 8) . The 

25 ubiquinole /ubiquinone and GSH/GS-SG redox pairs by HPLC 
(see references 13-14) ; the superoxide dismutase, 
glutathione peroxidase and catalase activities 
(respectively SOD, GSH-Px and CAT) by spectrophotometry 
(see references 15-17) using the procedures indicated in 

30 each of the relative references. The vitamin E used in 
the composition of the dietary product according to the 
present invention was analysed both in the composition 
and in the blood plasma after administration, by means of 
HPLC on chiral phase (see bibliographic reference No. 

35 18) . 

Example 3 
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This example gives an evaluation of the effects of 
administration of four pills per day, with the following 
qualitative and quantitative composition, to a certain 
number of volunteers who will be further^, described in the 
following. 

The composition was as fpJjLowsj___ 
Ubiquinone mg 12.50 
RRR-a-tocopheryl acetate 50% mg 26.65 
Soy lecithin mg 90.00 
Selenium aspartate mg 6.25 
L-methionin mg 50.00 
Other exci pients to_ jnake___ g i-r-SO- 

The" pills were administered daily during meals, for 

one month to 60 volunteers, half male and half female, 
aged between 25 and 42 years. The volunteers represented 
the following: 20 healthy individuals (controls), 20 
seropositive HIV patients (HIV+) suffering from 
seborrheic dermatitis (DS) , 20 seronegative HIV patients 
(HIV-) also suffering from seborrheic dermatitis. 
20 A diet rich in polyunsaturated fatty acids was 

recommended for the patients suffering from seborrheic 
dermatitis. At the start of treatment, after 15 days and 
30 days after the end of treatment the following 
parameters were measured for each individual: 
25 a) The blood levels of phospholipids -polyunsaturated 

fatty acids, vitamin E, oxidised and reduced ubiquinone 
(total ubiquinone) ; 

b) The levels of vitamin E in the lymphocytes; 

c) Superoxide dismutase (SOD) , catalase (CAT) and 
30 glutathione peroxidase (GSH-Px) activity in the 

erythrocytes ; 

d) The levels of reduced and oxidised glutathione 
(GSH and GS-SG) in the erythrocytes. The results are 
shown in the following tables 1 and 2, and exemplified in 

35 figures 1, 2, 3, 4, 5, 6, 7, 8 and 9. 

From the results it can be observed that: 
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- vitamin E (in the plasma and in the lymphocytes) 
increases both in HIV+ and in HIV- patients, and in the 
controls (see table 1 and figures 1 and 3) . 

- total ubiquinone (oxidised and- rieduced) increases 
5 significantly in HIV+ patients. Less significant 

increases can also be seen in HIV- patients and in the 
controls (see table 1 and figure 2) . 

- The reduced glutathione increases significantly in 
HIV+ patients. Less significant increases are also found 

10 in HIV- patients and in the controls (see table 1 and 
figure 4) . 

- The glutathione peroxidase increases in HIV+ and 
HIV- patients. It remains stable in the controls (see 
table 1 and figure 5) . 

15 - The palmitic acid decreases significantly in HIV+ 

and HIV- patients. It remains stable in the controls 

(see table 2 and figure 6) . 

The diomo-gamma-linolenic, arachidonic and 

docohexaenoic acids increase significantly in HIV+ and 
20 HIV- patients. They remain stable in the controls (see 

table 2 and figures 7, 8 and 9). 

Example 4 

In the present example the effect of the 
administration of a variable daily quantity of pills 
25 (according to individual needs) of the following quali- 
quantitative composition at a certain number of patients 
better specified in the following. 

The composition is the following: 
Ubiquinone mg 12.50 

30 RRR-a-tocopheryl acetate 50% mg 26.65 
Soy lecithin mg 90.00 

Selenium aspartate mg 6.25 

L-methionin mg 50.00 

Other excipients to make g 1.50 

35 The pills have been administered daily during the 

meals for one month to fifty voluteers males aged between 
33 and 55 years. The volunteers were civil aviation 
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pilots in service. The pilots have been chosen in order 
to evaluate the effect of the • composition according to 
the present invention on patients whose work and 
lifestyle is known to provoke stress. -For each individual 
5 at the beginning and after ninety days of treatment, the 
following parameters have been evaluated; as a control 
the values obtained on the control group analyzed at zero 
time and made up of healthy individuals have been chosen: 

a) The plasma levels of phospholipids - 
10 polyunsaturated fatty acids, of vitamin E, of oxidised 

and reduced ubiquinone (total ubicjuinone) ; 

b) The lymphocyte levels of vitamin E; 

c) The acitivy in the erythrocytes of glutathione 
peroxidase (GSH-PX) ; 

15 d) The levels in the erythrocytes of reduced and 

oxidised glutathione (GSH and GS-SG) . 

From the obtained results exemplified in figures 10, 
11, 12, 13, 14 and 15, it may be observed, at least at 
qualitative level , that : 
20 vitamin E (in blood plasma and lymphocytes) 

increases in comparison with the control group (see 
figures 10 and 12) ; 

the total ubiquinone (oxidised and reduced) 
significantly increases in comparison with the control 
25 group (see figure 11) ; 

the reduced glutathione significantly increases in 
comparison with the control group (see figure 13) ; 

the glutathione peroxidase increases in comparison 
with the control group (see figure 14) ; and 
30 the arachidonic acid significantly increases in 

comparison with the control group (see figure 15) . 
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CLAIMS 

1. A composition characterised by the fact of 
comprising : 

Ubiquinone 5-&% 

5 Stabilised vitamin E 12-15% 

Polyunsaturated phospholipids 45-52% 

Organic selenium 2-5% 

( corresponding to 0.1- 
3% ionic selenium) 
10 L-methionin 23-32% 

along with usual tolerated vehicles, the percentages by 

weight being expressed as a percentage by weight with 

reference to the total weight of the active ingredients 

in the composition. 
15 2. A composition for a dietary product characterised 

by the fact of comprising: 

Ubiquinone 5-8% 

Stabilised vitamin E 12-15% 

Polyunsaturated phospholipids 45-52% 

20 Organic selenium 2-5% 

(corresponding to 0.1 

3% ionic selenium) 
L-methionin 23-32% 

along with usual pharmaceutically tolerated vehicles, the 
percentages by weight being expressed as a percentage by 
weight with reference to the total weight of the active 
ingredients in the composition. 

3. A composition according to claim 1 or 2, 
characterised in that it contains said polyunsaturated 

30 phospholipids in the form of soy lecithin, said organic 
selenium in the form of selenium aspartate and said 
stabilised vitamin E in the form of 50% RRR-a- tocopherol 
acetate . 

4. A composition according to any of the preceding 
35 claims, characterised in that it contains the single 

components in the following percentages: 
Ubiquinone 6.74 % 



25 
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RRR-a-tocopheryl acetate 50% 14.37 % 
Soy lecithin 48:54 % 

Selenium aspartate 3.37 % 

L-methionin 26.97 % 

5 along with the usual tolerable vehicles, the percentages 
being expressed as percentages by weight with reference 
to the total weight of the active components in the 
composition. 

5. A composition as claimed in any of the preceding 
10 claims, characterised in that it is formulated as a 

chewable pill. 

6. Use of the composition as claimed in any of the 
claims 1 to 5 for the preparation of a dietary product 
that is effective in combating oxidative stress and cell 

15 decay. 

7. Use of the composition as claimed in any of the 
claims 1 to 5 for preparation of a dietary product that 
is effective in the treatment of apoptosis, mutagenesis 
and carcinogenesis mechanisms, of acquired or congenital 

20 immuno-deficiency mechanisms or other alterations of the 
immune system, of diseases of myelinic origin or other 
pathologies deriving from a progressive alteration in the 
neurotransmission mechanisms, of skin diseases and of 
cardio- vascular diseases . 
25 8. Use of the composition as claimed in any of the 

claims 1 to 5 for preparation of a dietary product that 
is of assistance in the treatment of infectious diseases 
of viral or bacterial origin, and those deriving from 
other external pathogens, in the treatment of 
30 tuberculosis, in the treatment of leprosy, in the 
treatment of herpes simplex labialis or genetalis, in the 
treatment of AIDS, in the treatment of multiple 
sclerosis, in the treatment of atopic dermatitis and 
vitiligo, and in vaccination against allergies. 
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